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DETAILED ACTION 

Claims 26-37 are withdrawn from further consideration as applicants had elected 
claims 1-25 drawn to a method of treatment. Election was made without traverse in the 
reply filed on 8/4/2006. Thus the restriction requirement elected is made final. 

Claim Rejections - 35 USC § 112(1) 

The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

Claims 1-25 rejected under 35 U.S.C. 112, first paragraph, as failing to comply 
with the enablement requirement. The claim(s) contains subject matter, which was not 
described in the specification in such a way as to enable one skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and/or use the invention. 
Claims 1 and 8 are attributed to a therapeutic method of administering to a patient N- 
desmethyl levomepromazine (NDM LMP) does not reasonably provided enablement for 
the method. The specification does not provide any examples or case studies to 
describe the method of administering NDM LMP to a patient. 

The instant specification fails to provide information that would allow the skilled 
artisan to practice the instant invention without undue experimentation. Attention is 
directed to In re Wands, 8 USPQ2d 1400 (CAFC 1988) at 1404 where the court set 
forth the eight factors to consider when assessing if a disclosure would have required 
undue experimentation. Citing Ex parte Forman, 230 USPQ 546 (BdApIs 1986) at 547 
the court recited eight factors: 
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(1 ) the nature of the invention; (2) the state of the prior art; (3) the relative skill of 
those in the art; (4) the predictability or unpredictability of the art; (5) the breadth of the 
claims; (6) the amount of direction or guidance presented; (7) the presence or absence 
of working examples; and (8) the quantity of experimentation necessary. 

(1) The nature of the Invention: 

All of the rejected claims are drawn to a method comprising administering to a 
patient NDM LMP in a pharmaceutical^ acceptable formulation for providing antagonist 
effects for dopamine, histamine, serotonin, a-adrenergic, sodium ion and calcium ion 
channel receptors. 

(2) Breadth of the claims: 

The complex nature of the subject matter of this invention is greatly exacerbated 
by the breadth of the claims. The claims encompass a therapeutic method of 
administering to a patient NDM LMP to provide antagonist effects to such a variety of 
receptors and would thus expect to affect the functions regulated by these receptors. 

(3) Guidance of the Specification: 

The guidance given by the specification for a therapeutic method comprising 
administering NDM LMP to a patient to provide various antagonist effects is none. All of 
the guidance provided by the specification is directed towards the in vitro receptor 
binding studies and not in vivo. 

(4) Working Examples: 

The specification provides examples for the in vitro receptor binding studies to 
determine the binding effect of the parent compound Levomepromazine (LMP), NDM 
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LMP and the sulfoxide metabolite against various receptors. Also, the metabolism of the 
parent LMP to the NDM LMP and sulfoxide metabolites in vivo is discussed in the 
specification. 

(5) The relative skill of those in the art: 

The relative skill of those in the medical treatment art is high, requiring advanced 
education and training. 

16) The predictability of art: 

Despite the advanced training in the medical treatment arts, the arts are highly 
unpredictable. The state of the art is such that it is not possible to predict the activity of 
a compound, whether in vitro or in vivo, based on the structure alone. In order to predict 
the in vivo activity of a compound based on the in vitro assay, the assay itself must be 
definitively well correlated to the pathophysiology of a target disease and verified as 
being predictive of the in vivo activity of a compound. For example, if a receptor is 
known to be overactivated in the pathophysiology of a disease, the ordinary practitioner 
would predict that a compound that inhibits the activation of the receptor may be useful 
for the treatment of said disease. However, even for in vitro models that involve 
receptors known to be involved in the pathophysiology of a disease, translating the in 
vitro efficacy of the compound to in vivo efficacy for the treatment of a disease is 
notoriously unpredictable unless the correlation has been conclusively verified. Further, 
the in vivo efficacy of a compound is not only determined by the affinity or activity of the 
compound on its target receptor in a validated in vitro assay, but by a range of other 
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factors including the bioavailability of the compound, its pharmacokinetic profile, and the 
specificity of the compound for the desired target versus other potential targets. 
(7) The Quantity of Experimentation Necessary: 

In order to practice the above claimed invention, one of skill in the art would have 
to first envision formulation, dosage, duration, route and, in the case of human 
treatment, an appropriate animal model system for the claimed compound. One would 
then need to test the compound in the model system to determine whether or not the 
compound provides antagonist effects towards the various receptors. If unsuccessful, 
which is likely given the lack of significant guidance from the specification or prior art 
regarding the therapeutic method of administering to a patient the compound, one of 
skill in the art would have to envision a modification in the formulation, dosage, duration, 
route of administration etc. and appropriate animal model system, or envision an 
entirely new combination of the above and test the system again. In order to practice 
the applicant's invention, it would be necessary for one to conduct the preceding 
experimentation for each type of receptor. Therefore, it would require undue, 
unpredictable experimentation to practice the claimed invention of therapeutic method 
of administering NDM LMP to a patient to provide antagonist effects to various 
receptors. 

Genetech, 108 F.3d at 1366 states that "a patent is not a hunting license. It is 
not a reward for search, but compensation for its successful conclusion" and "patent 
9 protection is granted in return for an enabling disclosure of an invention, not for vague 
intimations of general ideas that may or may not be workable". 
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Therefore, a therapeutic method for administering NDM LMP to a patient for 
providing antagonist effects for dopamine, histamine, serotonin, a-adrenergic, sodium 
ion and calcium ion channel receptors of the claims is not considered to be enabled by 
the instant specification. 

Claim Rejections - 35 USC § 112(2) 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 5, 6, 8, 9,10, 25 are rejected under 35 U.S.C. 112, second paragraph, as 

being indefinite for failing to particularly point out and distinctly claim the subject matter 

which applicant regards as the invention. In claims 5 and 8, line 2, the term substantial 

is a relative term and it is not clear of how much steady state concentration is 

substantial. In claim 8 the term substantial is vague and indefinite and it is not clear 

what applicant means in producing substantially the same pharmaceutical effects. Claim 

9 is rejected as it depends on claim 8. It is not clear in claim 6 what the relatively lower 

dose (line 2) of NDM LMP to achieve effects like antiemetic or relatively higher dose 

(line 3) or a dose higher than the lower dose and lower than the higher dose as an 

analgesic (lines 4-5) means in terms of percentage. 

Conclusion 

No Claims are allowed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Umamaheswari Ramachandran whose telephone 
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number is 571-272-9926. The examiner can normally be reached on M-F 8:30 AM - 
5:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Sreeni Padmanabhan can be reached on 571-272-0629. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-21 7-91 97 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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